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REMARKS 

The specification has been amended to correct several errors noted by appHcant 
during a review thereof. The nature of the exact amendments made is apparent from the 
Appendix hereto in which the changes are shown. 

First, the description contains an error with respect to the definition of certain of the 
rings. These rings were intended to be described as being 4-6 membered saturated rings 
instead of 5-6 membered saturated rings. The error is beUeved to be an obvious one because 
the more specific description and narrow claims name azetidinyl as a possible value of such 
saturated rings. For example, attention is drawn to to the definition of R^"^ on page 14 of the 
specification. This error has been corrected throughout the specification where appropriate as 
shown in the Appendix. No new matter is introduced thereby, and entry of these amendments 
is respectfully requested. 

Second, at venous locations thoughout the specification Examples, the term "mol" 
was erroneously stated rather than "mmol", and on one occasion the quantity was given as 
"g" whereas it should have been "mg." Again, both the error and the correction thereof is 
believed to be readly apparent to a person skilled in this art from like terms used elsewhere 
throughout the examples. No new matter has been added, and entry of these amendments is 
respectfully requested. 

Third, in several places an unnecessary "or" was included in the specification, and 
these have been replaced by a These changes also do not constitute new matter, and entry 
of these amendments is respectfully requested. 

Finally, the carbon, hydrogen, nitrogen, oxygen analysis in Example 192 is 
erroneously given as "C2H1N1O1; IHCL, 2H2O", and has been corrected to read 
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"C25H30N4O4". The need for this correction, and the correction to be made, are readily 
apparent from the compound identified in Example 192 and the percentage analysis given. 
Again, no new matter has been introduced, and entry of this amendment is respectfully 
requested. 

Original claims 1-30* have been cancelled and replaced by new claims 31-60. The 
replacement claims have been reformatted, so that the metts and bounds of the definitions of 
the various moieties are easier to read, and have been placed in proper U.S. form by 
removing "use" language and providing proper dependencies. Claims 31 and 32 have also 
been substantively amended to remove "direct bond" from the values of Z in claims 1 and 2, 
so that Z now represents -0-, -NH-, -S- or -CH2-. This amendment has been made to fiirther 
distance the present claims from from the disclosures of earlier published PCT applications 
WO 97/42187 and WO 99/10349, which were cited in the International Search Report and 
included on the form PTO-1449 submitted with this application as filed. 
Original process-for-preparation claims 27-30 referred for their substantive content to various 
of the Examples. These claims have been cancelled, and new claims 56-60 have been 
presented, directly reciting process steps based on the Examples as follows: 



Claim 56 


Example 237 


Claim 57 


Example 237 


Claim 58 


Example 237 


Claim 59 


Example 242 


Claim 60 


Example 250 



' Claims 23-30 were added during the International Phase of this PCT application, and a copy of the amended 
sheet on which they are set out was included with the copy of this application when filed. 
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Claims 56-60 are therefore fully supported by the respective Examples. 

No new matter has been introduced by any of the above amendments, and entry 
thereof is respectfully requested. 

The present application is technically related to an lengthy series of applications filed 
by applicants' assignee pertaining to to quinazolines and vascular endothelial growth factor 
receptor tyrosine kinase inhibitors. It is applicants' intent to file a supplemental Information 
Disclosure Statement citing a potentially vast number of documents which have been cited in 
one or more of the earlier cases in this series. However, it is presently understood that the 
references already cited in the International Search Report (and thus in the form PTO-1449 
accompanying the U.S. application as filed) are the documents most relevant to the present 
claims. It is anticipated by the undersigned from past experience with this series that a 
restriction requirement will be made. Accordingly, it seems most efficient for all concerned 
to await such restriction requirement and the election of a particular group to prosecute in 
this application, so that the volume of references cited can be reduced to those most relevant 
to the elected invention. Moreover, applicants contemplate that further substantive 
amendments to the claims may be desireable to further distinguish certain embodiments of 
the presently claimed invention from references already of record {e.g., WO 95/15758), but 
the ultimate need for, and nature of any such amendment, will likely be affected by a 
restriction requirement and the particular group elected. Therefore, further substantive 
amendments are being deferred until it is known whether a restriction requirement will be 
made and/or the details thereof 

In view of the above-noted further filings being dependant on whether a restriction 
requirement is made and the nature thereof, and to expedite the prosecution of this 
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application, it is respectfully requested that the Examiner telephone the undersigned 
(202-739-5320) if a restriction requirement will not be made in this application, so that 
appropriate documents and amendments can be filed before a first action on the merits 
is made. Otherwise, applicants will await the restriction requirement, and file the documents 
and amendments most appropriate to the elected invention at the time the election is made. 



Date: May 6, 2002 

Morgan Lewis & Bockius LLP 

Customer No. 009629 

1111 Pennsylvania Avenue, N. W. 

Washington, D.C. 20004 

Tel. No.: 202-739-3000 

DJB:mk 



By: 




Donalp^yr 
Rcjgiwation No. 25,323 
Tel. No.: (202) 739-5320 
Fax No.: (202)739-3001 
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APPENDIX 



VERSION WITH MARKINGS TO SHOW CHANGES 



IN THE SPECIFICATION: 

The specification has been amended as shown below, wherein additions are indicated 
by text in bold underline , and deletions are indicated by text [in bold between brackets]. 
Note that the bolded compound names in the Examples below (which is not also underiined) 
is bolded in the original specification, and does not represent added text: 

The subparagraphs reciting the definitions of and from page 3, line 19 to page 
9, line 23, have been amended as follows: 

R^ represents hydrogen, hydroxy, halogeno, cyano, nitro, trifluoromethyl, Ci-salkyl, Ci- 
salkoxy, Ci-aalkylsulphanyl, -NR^R"* (wherein R^ and R"^, which may be the same or different, 
each represents hydrogen or Ci-salkyl), or R^X*- (wherein represents a direct bond, -0-, - 
CH2-, -0C(0)-, -C(0)-, -S-, -SO-, -SO2-, -NR^C(O)-, -C(0)NR^-, -SOaNR^-, -NR^S02- or - 
NR^^- (wherein R^, R^, R^ R^ and R*^ each independently represents hydrogen, Ci^alkyl or 
Ci.3alkoxyC2.3alkyl), and R^ is selected from one of the following twenty-two groups: 

1) hydrogen, oxiranylCMalkyl or Ci-salkyl which may be unsubstituted or which may be 
substituted with one or more groups selected from hydroxy, fluoro, chloro, bromo and amino; 

2) Ci.5alkylX^C(0)R'* (wherein X^ represents -O- or -NR'^- (in which R'^ represents 
hydrogen, Ci.salkyi or Ci.3alkoxyC2.3alkyl) and R*' represents Ci-salkyl, -NR^^R'^ or -OR^^ 
(wherein R*\ R'"* and R^^ which may be the same or different each represents hydrogen, Ci. 
salkyl or Ci.3alkoxyC2.3alkyl)); 

3) Ci-salkylX^R^^ (wherein X^ represents -0-, -S-, -SO-, -SO2-, -0C(0)-, -NR'^C(O)-, - 
C(0)NR*^-, -S02NR^^-, -NR^^S02- or -NR^^- (wherein R^^ R*^ R^^ R^^ and R^* each 
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independently represents hydrogen, Ci-salkyl or Ci.3alkoxyC2.3alkyl) and R^^ represents 
hydrogen, Cioalkyl, cyclopentyl, cyclohexyl or a [5]4-6-membered saturated heterocycHc 
group with 1-2 heteroatoms, selected independently from O, S and N, which Ci-3alkyl group 
may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno and Ci^alkoxy and which 
cyclic group may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, Ci- 
4cyanoalkyl, CMalkyl, C^hydroxyalkyl, CMalkoxy, CMalkoxyCMalkyl, Ci- 
4alkylsulphonylCMalkyl, Ci^alkoxycarbonyl, Ci^aminoalkyl, CMalkylamino, di(Ci. 
4alkyl)amino, CMalkylaminoCMalkyl, di(CMalkyl)aminoCi-4alkyl, CMalkylaminoCi- 
4alkoxy, di(CMalkyl)aminoCi-4alkoxy and a group -(-0-)f(Ci-4alkyl)gringD (wherein f is 0 or 
1, g is 0 or 1 and ring D is a [5]4-6-membered saturated heterocyclic group with 1-2 
heteroatoms, selected independently from O, S and N, which cyclic group may bear one or 
more substituents selected from CMalkyl)); 

4) Ci-salkylX'^Ci-salkylX^R^^ (wherein X"^ and which may be the same or different are 
each -0-, -S-, -SO-, -SO2-, -NR^^C(O)-, -C(0)NR'^-, -S02NR'^-, -NR^^SOs- or -NR^^- 
(wherein R^\ R^"^, R^^ R^^ and R^^ each independently represents hydrogen, Ci-3alkyl or Ci. 
3alkoxyC2-3alkyl) and R^^ represents hydrogen, Ci.3alkyl or Ci.3alkoxyC2.3alkyl); 

5) R^^ (wherein R^^ is a [5]4-6-membered saturated heterocyclic group (linked via carbon or 
nitrogen) with 1-2 heteroatoms, selected independently from O, S and N, which heterocyclic 
group may bear 1 or 2 substituents selected from 0x0, hydroxy, halogeno, cyano, Ci. 
4cyanoalkyl, Ci^alkyl, CMhydroxyalkyl, CMalkoxy, eMalkoxyCi^alkyl, Ci. 
4alkylsulphonylCi-4alkyl, Ci^alkoxycarbonyl, Ci^aminoalkyl, Ci^alkylamino, di(Ci- 
4alkyl)amino, CMalkylaminoCMalkyl, di(CMalkyl)aminoCMalkyl, CMalkylaminoCi- 
4alkoxy, di(CMalkyl)aminoCi^alkoxy and a group -(-0-)f(CMalkyl)gringD (wherein f is 0 or 
1, g is 0 or 1 and ring D is a [5]4-6-membered saturated heterocyclic group with 1-2 
heteroatoms, selected independently from O, S and N, which cyclic group may bear one or 
more substituents selected from CMalkyl)); 

6) Ci-5alkylR^^ (wherein R^^ is as defined hereinbefore); 

7) C2.5alkenylR^^ (wherein R^^ is as defined hereinbefore); 

8) C2-5alkynylR^^ (wherein R^^ is as defined hereinbefore); 
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9) R^^ (wherein R^^ represents a pyridone group, a phenyl group or a 5-6-membered aromatic 
heterocycUc group (Hnked via carbon or nitrogen) with 1-3 heteroatoms selected from O, N 
and S, which pyridone, phenyl or aromatic heterocyclic group may carry up to 5 substituents 
selected from hydroxy, halogeno, amino, CMalkyl, Ci-4alkoxy, Ci-4hydroxyalkyl, Ci. 
4aminoalkyl, CMalkylamino, CMhydroxyalkoxy, carboxy, trifluoromethyl, cyano, - 
C(0)NR^^R^\ -NR^^C(0)R^^ (wherein R^^ R^^ and which may be the same or 
different, each represents hydrogen, Ci^alkyl or CioalkoxyCi-salkyl) and a group -(-O-)f(Ci. 
4alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a [5]4-6-membered saturated 
heterocyclic group with 1-2 heteroatoms, selected independently from O, S and N, which 
cyclic group may bear one or more substituents selected from CMalkyl)); 

10) Ci-salkylR^^ (wherein R^^ is as defined hereinbefore); 

1 1) C2-5alkenylR^^ (wherein R^^ is as defined hereinbefore); 

12) C2-5alkynylR^^ (wherein R^^ is as defined hereinbefore); 

13) C-salkylX^R^^ (wherein represents -0-, -S-, -SO-, -SO2-, -NR^^C(O)-, -C(0)NR^^-, - 
S02NR^^-, -NR^^S02- or -NR^^- (wherein R^^ R^^ R^^ R^^ and R^^ each independently 
represents hydrogen, Ci-salkyl or Ci.3alkoxyC2.3alkyl) and R^^ is as defined hereinbefore); 

14) C2.5alkenylxV^ (wherein X^ represents -0-, -S-, -SO-, -SO2-, -NR^^C(O)-, -C(0)NR'^^-, 
-S02NR^'-, -NR^^S02- or -NR^^- (wherein R^^ R^^, R^\ R^^ and R^^^ each independently 
represents hydrogen, Ci-salkyl or Ci-3alkoxyC2-3alkyl) and R^^ is as defined hereinbefore); 

15) C2.5alkynylX^R^^ (wherein X^ represents -0-, -S-, -SO-, -SO2-, -NR'^^C(O)-, -C(0)NR^^-, 
-S02NR^^-, -NR'^^S02- or -NR^^^- (wherein R'^\ R'^^ R^^ R^^ and R^^ each independently 
represents hydrogen, Ci-3alkyl or Ci.3alkoxyC2.3alkyl) and R^^ is as defined hereinbefore); 

16) CMalkylX^CMalkylR^^ (wherein X^ represents -0-, -S-, -SO-, -SO2-, -NR^^C(O)-, - 
C(0)NR^^-, .S02NR^^-, -NR^^S02- or -NR^^- (wherein R^^ R^^ R^\ R^^ and R^^ each 
independently represents hydrogen, Ci^alkyl or Ci.3alkoxyC2-3alkyl) and R^^ is as defined 
hereinbefore); 

17) CMalkylX^CMalkylR^^ (wherein X^ and R^^ are as defined hereinbefore); 

18) C2.5alkenyl which may be unsubstituted or which may be substituted with one or more 
groups selected from hydroxy, fluoro, amino, Ci^alkylamino, N,N-di(CMalkyl)amino, 
aminosulphonyl, N-CMalkylaminosulphonyl and N,N-di(Ci-4alkyl)aminosulphonyl; 
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19) C2.5alkynyl which may be unsubstituted or which may be substituted with one or more 
groups selected from hydroxy, fluoro, amino, CMalkylamino, N,N-di(CMalkyl)amino, 
aminosulphonyl, N-CMalkylaminosulphonyl and N,N-di(CMalkyl)aminosulphonyl; 

20) Ci-salkenylX^CMalkylR^^ (wherein and R^^ are as defined hereinbefore); 

21) C2-5alkynylX^CMalkylR^^ (wherein and R^^ are as defined hereinbefore); and 

22) CMalkylR^'^(CMalkyl)q(X^)rR^^ (wherein X^ is as defined hereinbefore, q is 0 or 1, r is 0 
or 1, and R^"^ and R^^ are each independently selected from hydrogen, Ci.salkyi, cyclopentyl, 
cyclohexyl and a [5]4-6-membered saturated heterocycHc group with 1-2 heteroatoms, 
selected independently from O, S and N, which Ci.salkyi group may bear 1 or 2 substituents 
selected from oxo, hydroxy, halogeno and d^alkoxy and which cyclic group may bear 1 or 
2 substituents selected from oxo, hydroxy, halogeno, cyano, CMcyanoalkyl, Ci-4alkyl, Ci. 
4hydroxyalkyl, d^alkoxy, CMalkoxyd^alkyl, Ci-4alkylsulphonylCi-4alkyl, Ci. 
4alkoxycarbonyl, CMaminoalkyl, d^alkylamino, di(CMalkyl)amino, CMalkylaminoCi. 
4alkyl, di(CMalkyl)aminoCMalkyl, CMalkylaminoCMalkoxy, di(CMalkyl)aminoCMalkoxy 
and a group -(-0-)f{Ci-4alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a [5]4-6- 
membered saturated heterocyclic group with 1-2 heteroatoms, selected independently from 
O, S and N, which cyclic group may bear one or more substituents selected from CMalkyl), 
with the proviso that R^"^ cannot be hydrogen); 

and additionally wherein any Ci-salkyl, C2-5alkenyl or C2.5alkynyl group in R^X*- may bear 
one or more substituents selected from hydroxy, halogeno and amino); 
R^ represents hydrogen, oxo, halogeno, hydroxy, Ci.4alkoxy, d^alkyl, CMalkoxymethyl, Ci. 
4alkanoyl, d^haloalkyl, cyano, amino, C2-5alkenyl, C2-5alkynyl, Ci-3alkanoyloxy, nitro, Ci. 
4alkanoylamino, CMalkoxycarbonyl, d^alkylsulphanyl, d^alkylsulphinyl, Ci. 
4alkylsulphonyl, carbamoyl, N-CMalkylcarbamoyl, N,N-di(CMalkyl)carbamoyl, 
aminosulphonyl, N-CMalkylaminosulphonyl, N,N-di(Ci-4alkyl)aminosulphonyl, N-(d. 
4alkylsulphonyl)amino, N-(CMalkylsulphonyl)-N-(CMalkyl)amino, N,N-di(d- 
4alkylsulphonyl)amino, a Cs-yalkylene chain joined to two ring C carbon atoms, Ci. 
4alkanoylaminoCMalkyl, carboxy or a group R^^X^^ (wherein X'^ represents a direct bond, - 
0-, -CH2-, -0C(0)-, -C(0)-, -S-, -SO-, -SO2-, -NR''C(0)-, -C(0)NR''-, -S02NR'^-, - 
NR^*^S02- or -NR^*- (wherein R^^ R^^ R^^ and R^* each independently represents 
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hydrogen, Ci.aalkyl or Ci.3alkoxyC2.3alkyl), and R^^ is selected from one of the following 
twenty-two groups: 

1) hydrogen, oxiranylCMalkyl or Ci-salkyl which may be unsubstituted or which may be 
substituted with one or more groups selected from hydroxy, fluoro, chloro, bromo and amino; 

2) Ci.5alkylX^*C(0)R^^ (wherein X*' represents -O- or -NR^^- (in which R^^ represents 
hydrogen, Ci.aalkyl or Ci.3alkoxyC2-3alkyl) and R^^ represents Ci-3alkyl, -NR^R^^ or -OR^^ 
(wherein R^, R^^ and R^^ which may be the same or different each represents hydrogen, Ci. 
salkyl or Ci-3alkoxyC2-3alkyl)); 

3) Ci-salkylX* (wherein X*^ represents -0-, -S-, -SO-, -SO2-, -0C(0)-, -NR^^C(O)-, - 
C(0)NR^^-, -S02NR^^-, -NR^'S02- or -NR''- (wherein R^^ R^^ R'^ R^' and R'^ each 
independently represents hydrogen, Ci^alkyl or Ci.3alkoxyC2.3alkyl) and R^^ represents 
hydrogen, Ci^alkyl, cyclopentyl, cyclohexyl or a [5]4-6-membered saturated heterocyclic 
group with 1-2 heteroatoms, selected independently from O, S and N, which Ci.3alkyl group 
may bear 1 or 2 substituents selected from 0x0, hydroxy, halogeno and d^alkoxy and which 
cyclic group may bear 1 or 2 substituents selected from 0x0, hydroxy, halogeno, cyano, Ci. 
4cyanoalkyl, d^alkyl, d^hydroxyalkyl, C^alkoxy, Ci^alkoxyCMalkyl, Ci. 
4alkylsulphonylCMalkyl, CMalkoxycarbonyl, CMaminoalkyl, CMalkylamino, di(Ci- 
4alkyl)amino, CMalkylaminoCMalkyl, di(CMalkyl)aminoCMalkyl, CMalkylaminoCi. 
4alkoxy, di(CMalkyl)aminoCi-4alkoxy and a group -(-0-)f<CMalkyl)gringD (wherein f is 0 or 
1, g is 0 or 1 and ring D is a [5]4-6-membered saturated heterocyclic group with 1-2 
heteroatoms, selected independently from O, S and N, which cyclic group may bear one or 
more substituents selected from CMalkyl)); 

4) Ci-salkylX'^Ci-salkylX'^^R^^ (wherein X^^ and X^"^ which may be the same or different are 
each -0-, -S-, -SO-, -SO2-, -NR'^C(O)-, -C(0)NR'^-, -S02NR'^-, -NR'^S02- or -NR'^- 
(wherein R^"^, R^^ R^^, R^^ and R^^ each independently represents hydrogen, Ci.3alkyl or Ci. 
3alkoxyC2-3alkyl) and R^-^ represents hydrogen, Ci.salkyi or Ci.3alkoxyC2.3alkyl); 

5) R^^ (wherein R^^ is a [5]4-6-membered saturated heterocyclic group (linked via carbon or 
nitrogen) with 1-2 heteroatoms, selected independently from O, S and N, which heterocyclic 
group may bear 1 or 2 substituents selected from 0x0, hydroxy, halogeno, cyano, Ci. 
4cyanoalkyl, CMalkyl, Ci^hydroxyalkyl, Ci-4alkoxy, CMalkoxyCi^alkyl, Ci- 
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4alkylsulphonylCi-4alkyl, CMalkoxycarbonyl, CMaminoalkyl, CMalkylamino, di(Ci. 
4alkyl)amino, CMalkylaminoCMalkyl, di(Ci-4alkyl)aminoCMalkyl, CMalkylaminoCi. 
4alkoxy, di(CMalkyl)aminoCMalkoxy and a group -(-0-)f(Ci-4aIkyl)gringD (wherein f is 0 or 
1, g is 0 or 1 and ring D is a [5]4-6-membered saturated heterocyclic group with 1-2 
heteroatoms, selected independently from O, S and N, which cyclic group may bear one or 
more substituents selected from Ci^alkyl)); 

6) Ci-salkylR^^ (wherein R^^ is as defined hereinbefore); 

7) C2-5alkenylR''^ (wherein R^^ is as defined hereinbefore); 

8) C2-5alkynylR^^ (wherein R^^ is as defined hereinbefore); 

9) R^*^ (wherein R^*^ represents a pyridone group, a phenyl group or a 5-6-membered aromatic 
heterocyclic group (linked via carbon or nitrogen) with 1-3 heteroatoms selected from O, N 
and S, which pyridone, phenyl or aromatic heterocyclic group may carry up to 5 substituents 
selected from hydroxy, halogeno, amino, CMalkyl, C^alkoxy, Ci^hydroxyalkyl, Ci. 
4aminoalkyl, CMalkylamino, C^hydroxyalkoxy, carboxy, trifluoromethyl, cyano, - 
C(0)NR^^R^^ -NR^^C(0)R^'^ (wherein R^^ R^^ and R^^ which may be the same or 
different, each represents hydrogen, Ci^alkyl or Ci-aalkoxyCa-aalkyl) and a group -(-O-)f(Ci- 
4alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a [5]4-6-membered saturated 
heterocyclic group with 1-2 heteroatoms, selected independently from O, S and N, which 
cyclic group may bear one or more substituents selected from Ci-4alkyl)); 

10) Ci-salkylR^^ (wherein R^^ is as defined hereinbefore); 

11) C2-5alkenylR^^ (wherein R^^ is as defined hereinbefore); 

12) C2.5alkynylR^*^ (wherein R^*^ is as defined hereinbefore); 

13) Ci.salkylX* V (wherein X^^ represents -0-, -S-, -SO-, -SO2-, -NR^^C(O)-, -C(0)NR^^-, 
-S02NR^^-, -NR^^S02- or -NR^^- (wherein R^^ R^^ R^^ R^^ and R^^ each independently 
represents hydrogen, Ci-salkyl or Ci.3alkoxyC2-3alkyl) and R^^ is as defined hereinbefore); 

14) C2.5alkenylX*^R^*^ (wherein X^^ represents -0-, -S-, -SO-, -SO2-, -NR^^C(O)-, - 
C(0)NR'*-, -SO2NR''-, -NR''S02- or -NR^'- (wherein R^^ R'\ R'' and R^" each 
independently represents hydrogen, Ci^alkyl or Ci-3alkoxyC2-3alkyl) and R^^ is as defined 
hereinbefore); 
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15) C2.5alkynylX' (wherein X*^ represents -0-, -S-, -SO-, -SO2-, -NR^^C(O)-, - 
C(0)NR''-, -SO2NR''-, -NR''S02- or -NR^'- (wherein R^^ R'' and R^' each 
independently represents hydrogen, Ci-salkyl or Ct.3alkoxyC2-3alkyl) and R^^ is as defined 
hereinbefore); 

16) CMalkylX'^CMalkylR^^ (wherein X^^ represents -0-, -S-, -SO-, -SO2-, -NR**^^C(0)-, - 
C(0)NR*^'-, -S02NR*^^-, -NR^^^S02- or -NR*^'- (wherein R^^ R''\ R''\ R''' and R*^ each 
independently represents hydrogen, Ci-salkyl or Ci-3alkoxyC2.3alkyl) and R^*^ is as defined 
hereinbefore); 

17) CMalkylX^^Ci^alkylR^^ (wherein X'^ and R^^ are as defined hereinbefore); 

18) C2.5alkenyl which may be unsubstituted or which may be substituted with one or more 
groups selected fi-om hydroxy, fluoro, amino, d^alkylamino, N,N-di(Ci.4alkyl)amino, 
aminosulphonyl, N-CMalkylaminosulphonyl and N,N-di(CMalkyl)aminosulphonyl; 

19) C2-5alkynyl which may be unsubstituted or which may be substituted with one or more 
groups selected fi-om hydroxy, fluoro, amino, CMalkylamino, N,N-di(Ci-4alkyl)amino, 
aminosulphonyl, N-Ci_4alkylaminosulphonyl and N,N-di(CMalkyl)aminosulphonyl; 

20) C2-5alkenylX*^CMalkylR^^ (wherein X^^ and R^^ are as defined hereinbefore); 

21) C2.5alkynylX*^Ci-4alkylR^^ (wherein X^^ and R^^ are as defined hereinbefore); and 

22) CMalkylR'^^(CMalkyl)x(X^^)yR^^^ (wherein X^^ is as defined hereinbefore, x is 0 or 1, y 
is 0 or 1, and R^^^ and R^^^ are each independently selected fi-om hydrogen, Ci-3alkyl, 
cyclopentyl, cyclohexyl and a [5]4-6-membered saturated heterocyclic group with 1-2 
heteroatoms, selected independently fi-om O, S and N, which Ci^alkyl group may bear 1 or 2 
substituents selected fi-om 0x0, hydroxy, halogeno and CMalkoxy and which cyclic group 
may bear 1 or 2 substituents selected fi-om 0x0, hydroxy, halogeno, cyano, CMcyanoalkyl, 
CMalkyl, Ci^hydroxyalkyl, CMalkoxy, CMalkoxyCi-4alkyl, CMalkylsulphonylCMalkyl, Ci. 
4alkoxycarbonyl, Ci^aminoalkyl, Ci^alkylamino, di(CMalkyl)amino, CMalkylaminoCi- 
4alkyl, di(CMalkyl)aminoCMalkyl, CMalkylaminoCMalkoxy, di(CMalkyl)aminoCMalkoxy 
and a group -(-0-)f{CMalkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a [5]4-6- 
membered saturated heterocyclic group with 1-2 heteroatoms, selected independently fi-om 
O, S and N, which cyclic group may bear one or more substituents selected fi-om Ci^alkyl) 
with the proviso that R*^^ cannot be hydrogen); 
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and additionally wherein any Ci.salkyi, C2.5alkenyl or C2-5alkynyl group in R X - may bear 
one or more substituents selected from hydroxy, halogeno and amino); 
or a salt thereof, or a prodrug thereof for example an ester or an amide, in the manufacture of 
a medicament for use in the production of an antiangiogenic and/or vascular permeability 
reducing effect in warm-blooded animals such as humans. 



The paragraph on page 15, extending from line 24 to line 32 has been amended as 
follows: 

Advantageously R*^^ and R**^^ are each independently a [5]4-6-membered saturated 
heterocyclic group with 1-2 heteroatoms, selected independently from O, S and N, which 
cycUc group may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, Ci- 
3cyanoalkyl, Ci-aalkyl, Ciohydroxyalkyl, Ci-aalkoxy, Ci.2alkoxyCi.3alkyl, Ci. 
2alkylsulphonylCi-3alkyl, Ci-salkoxycarbonyl, Ci^alkylamino, di(Ci.3alkyl)amino, Ci. 
3alkylaminoCi.3alkyl, di(Ci.3alkyl)aminoCi.3alkyl, Ci.3alkylaminoCi-3alkoxy, di(Ci. 
3alkyl)aminoCi.3alkoxy and a group -(-0-)f(Ci_3alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 
and ring D is a [5]4-6-membered saturated heterocyclic group with 1-2 heteroatoms, selected 
independently from O, S and N, which cyclic group may bear one or more substituents 
selected from Ci-3alkyl). 



The paragraph extending from page 20, line 30 to page 21, line 5 has been amended 
as follows: 

Advantageously R^"^ and R^^ are each independently a [5]4-6-membered saturated 
heterocyclic group with 1-2 heteroatoms, selected independently from O, S andN, which 
cyclic group may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, Ci. 
3cyanoalkyl, Ci.3alkyl, Ci-shydroxyalkyl, Ci-3alkoxy, Ci-2alkoxyCi.3alkyl, Ci. 
2aIkylsulphonylCi.3alkyl, Ci.salkoxycarbonyl and a group -(-0-)f(Ci.3alkyl)gringD (wherein f 
is 0 or 1, g is 0 or 1 and ring D is a [5]4-6-membered saturated heterocyclic group with 1-2 
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heteroatoms, selected independently from O, S and N, which cyclic group may bear one or 
more substituents selected from Ci.3alkyl). 



The paragraphs extending from page 22, line 7 to page 23, line 8 has been amended 
as follows: 

3) C2-4alkylX^R*^ (wherein is as hereinbefore defined and R*^ represents hydrogen, Ci. 
3alkyl, cyclopentyl, cyclohexyl or a [5]4-6-membered saturated heterocyclic group with 1-2 
heteroatoms, selected independently from O, S and N, which Ci.salkyi group may bear 1 or 2 
substituents selected from oxo, hydroxy, halogeno and Cioalkoxy and which cyclic group 
may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, Ci^cyanoalkyl, 
Ci^alkyl, Ci^hydroxyalkyl, d^alkoxy, CMalkoxyCi-4alkyl, CMalkylsulphonylCMalkyl, Ci. 
4alkoxycarbonyl, Ci^alkylamino, di(Ci-4alkyl)amino, CMalkylaminoCi-4alkyl, di(Ci. 
4alkyl)aminoCMalkyl, CMalkylaminoCMalkoxy, di(Ci^alkyl)aminoCMalkoxy and a group - 
(-0-)f(CMalkyI)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a [5]4-6-membered 
saturated heterocyclic group with 1-2 heteroatoms, selected independently from O, S and N, 
which cyclic group may bear one or more substituents selected from CMaUcyl)); 

4) C2-3alkylX'^C2-3alkylX^R^^ (wherein X"^ and X^ are as hereinbefore defined and R^^ 
represents hydrogen or Ci-3alkyl); 

5) R^^ (wherein R^^ is as defined hereinbefore); 

6) Ci-5alkylR^^^ (wherein R^^^ is a [5]4-6-membered saturated heterocyclic group with 1-2 
heteroatoms, selected independently from O, S and N, which heterocyclic group is linked to 
Ci-salkyl through a carbon atom and which heterocyclic group may bear 1 or 2 substituents 
selected from oxo, hydroxy, halogeno, cyano, CMcyanoalkyl, d^alkyl, CMhydroxyalkyl, 
CMalkoxy, CMalkoxyCi.4alkyl, CMalkylsulphonylCMalkyl, CMalkoxycarbonyl, Ci. 
4alkylamino, di(CMalkyl)amino, CMalkylaminoCMalkyl, di(CMalkyl)aminoCMalkyl, Ci. 
4alkylaminoCMalkoxy, di(CMalkyl)aminoCMalkoxy and a group -(-0-)f<CMalkyl)gringD 
(wherein f is 0 or 1, g is 0 or 1 and ring D is a [5]4-6-membered saturated heterocyclic group 
with 1-2 heteroatoms, selected independently from O, S and N, which cyclic group may bear 
one or more substituents selected from CMalkyl)) or Cz-salkylR^^^ (wherein R'^^ is a I5]4-6- 
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membered saturated heterocyclic group with 1-2 heteroatoms, of which one is N and the 
other may be selected independently from O, S and N, which heterocyclic group is linked to 
C2.5alkyl through a nitrogen atom and which heterocyclic group may bear 1 or 2 substituents 
selected from oxo, hydroxy, halogeno, cyano, CMcyanoalkyl, CMalkyl, CMhydroxyalkyl, 
Ci^alkoxy, CMalkoxyCMalkyl, CMalkylsulphonylCMalkyl, CMalkoxycarbonyl, Ci. 
4alkylamino, di(Ci^alkyl)amino, CMalkylaminoCMalkyl, di(CMalkyl)aminoCMalkyl, Ci. 
4alkylaminoCMalkoxy, di(CMalkyl)aminoCMalkoxy and a group -(-0-)f{Ci-4alkyl)gringD 
(wherein f is 0 or 1, g is 0 or 1 and ring D is a [514-6-membered saturated heterocyclic group 
with 1-2 heteroatoms, selected independently from O, S and N, which cyclic group may bear 
one or more substituents selected from Ci^alkyl)); 

4c * ♦ ♦ ♦ 

The paragraph extending from page 28, line 12 to page 30, line 21 has been amended 
as follows: 

More preferably represents hydroxy, Ci-3alkyl, amino or R^X^- [wherein is as 
hereinbefore defined and R^ represents methyl, ethyl, benzyl, trifluoromethyl, 2,2,2- 
trifluoroethyl, 2-hydroxyethyl, 3-hydroxypropyl, 2-methoxyethyl, 3-methoxypropyl, 2- 
(methylsulphinyl)ethyl, 2-(methylsulphonyl)ethyl, 2-(ethylsulphinyl)ethyl, 2- 
(ethylsulphonyl)ethyl, 2-(N,N-dimethylsulphamoyl)ethyl, 2-(N-methylsulphamoyl)ethyl, 2- 
sulphamoylethyl, 2-(methylamino)ethyl, 3-(methylamino)propyl, 2-(ethylamino)ethyl, 3- 
(ethylamino)propyl, 2-(N,N-dimethylamino)ethyl, 3-(N,N-dimethylamino)propyl, 2-(N,N- 
diethylamino)ethyl, 3-(N,N-diethylamino)propyl, 2-(N-methyl-N- 
methylsulphonylamino)ethyl, 3-(N-methyl-N-methylsulphonylamino)propyl, 2- 
morpholinoethyl, 3-morpholinopropyl, 2-piperidinoethyl, 3-piperidinopropyl, 2- 
(methylpiperidino)ethyl, 3-(methylpiperidino)propyl, 2-(ethylpiperidino)ethyl, 3- 
(ethylpiperidino)propyl, 2-((2-methoxyethyl)piperidino)ethyl, 3-((2- 
methoxyethyl)piperidino)propyl, 2-((2-methylsulphonyl)ethy lpiperidino)ethy 1, 3 -((2- 
methylsulphonyl)ethylpiperidino)propyl, piperidin-3-ylmethyl, piperidin-4-yknethyl, 2- 
(piperidin-3-yl)ethyl, 2-(piperidin-4-yl)ethyl, 3-(piperidin-3-yl)propyl, 3-(piperidin-4- 
yl)propyl, 2-(piperidin-2-yl)ethyl, 3-(piperidin-2-yl)propyl, (l-methylpiperidin-3-yl)methyl, 

l-WA/l 793 165.1 



Appicatii 



ATTORNEY DC^VT N( 
lication 




ATTORNEY Di 




■FNO. : 056291-5019 
IcationNo.: 09/913,020 
Page 78 



(1 -methylpiperidin-4-yl)methyl, ( 1 -cyanomethylpiperidin-3-yl)methyl, ( 1 - 
cyanomethylpiperidin-4-yl)methyl, 2-(methylpiperidin-3-yl)ethyl, 2-(methylpiperidin-4- 
yl)ethyl, 2-(l-cyanomethylpiperidin-3-yl)ethyl, 2-(l-cyanomethylpiperidin-4-yl)ethyl, 3- 
(methylpiperidin-3-yl)propyI, 3-(methylpiperidin-4-yl)propyl, 3-(l -cyanomethylpiperidin-3- 
yl)propyl, 3-(l-cyanomethylpiperidin-4-yl)propyl, 2-(ethylpiperidin-3-yl)ethyl, 2- 
(ethylpiperidin-4-yl)ethyl, 3-(ethylpiperidin-3-yl)propyl, 3-(ethylpiperidin-4-yl)propyl, ((2- 
methoxyethyl)piperidin-3-yl)methyl, ((2-methoxyethyl)piperidin-4-yl)methyl, 2-((2- 
methoxyethyl)piperidin-3-yl)ethyl, 2-((2-methoxyethyl)piperidin-4-yl)ethyl, 3-((2- 
methoxyethyl)piperidih-3-yl)propyl, 3-((2-methoxyethyl)piperidin-4-yl)propyl, (l-(2- 
methylsulphonylethyl)piperidin-3-yl)methyl, ( 1 -(2-methylsulphonylethyl)piperidin-4- 
yl)methyl, 2-((2-methylsulphonylethyl)piperidin-3-yl)ethyl, 2-((2- 
methylsulphonylethyl)piperidin-4-yl)ethyl, 3-((2-methylsulphonylethyl)piperidin-3- 
yl)propyl, 3-((2-methylsulphonylethyl)piperidin-4-yl)propyl, 1 -isopropylpiperidin-2- 
ylmethyl, l-isopropylpiperidin-3-ylmethyl, l-isopropylpiperidin-4-ylmethyl, 2-(l- 
isopropylpiperidin-2-yl)ethyl, 2-(l -isopropylpiperidin-3-yl)ethyl, 2-(l -isopropylpiperidin-4- 
yl)ethyl, 3-(l-isopropylpiperidin-2-yl)propyl, 3-(l-isopropylpiperidin-3-yl)propyl, 3-(l- 
isopropylpiperidin-4-yl)propyl, 2-(piperidin-4-yloxy)ethyl, 3-(piperidin-4-yloxy)propyl, 2-(l- 
(cyanomethyl)piperidin-4-yloxy)ethyl, 3-(l-(cyanomethyl)piperidin-4-yloxy)propyl, 2-(l-(2- 
cyanoethyl)piperidin-4-yloxy)ethyl, 3-(l -(2-cyanoethyl)piperidin-4-yloxy)propyl, 2- 
(piperazin-l-yl)ethyl, 3-(piperazin-l-yl)propyl, (pyrrolidin-2-yl)methyl, 2-(pyrrolidin-l- 
yl)ethyl, 3-(pyrrolidin-l-yl)propyl, (2-oxo-tetrahydro-27/-pyrrolidin-5-yl)methyl, 5(/?)-(2- 
oxo-tetrahydro-2^-pyrrolidin-5-yl)methyl, (5iS)-(2-oxo-tetrahydro-2i/-pyrrolidin-5- 
yl)methyl, (l,3-dioxolan-2-yl)methyl, 2-(l,3-dioxolan-2-yl)ethyl, 2-(2- 
methoxyethylamino)ethyl5 2-(N-(2-methoxyethyl)-N-methylamino)ethyl, 2-(2- 
hydroxyethylamino)ethyl, 3-(2-methoxyethylamino)propyl, 3-(N-(2-methoxyethyl)-N- 
methylamino)propyl, 3-(2-hydroxyethylamino)propyl, 2-methylthiazol-4-ylmethyl, 2- 
acetamidothiazol-4-ylmethyl, l-methylimidazol-2-ylmethyl, 2-(imidazol-l-yl)ethyl, 2-(2- 
methylimidazol- 1 -yl)ethyl, 2-(2-ethylimidazol- 1 -yl)ethyl, 3-(2-methylimidazol- 1 -yl)propyl, 
3-(2-ethylimidazol-l-yl)propyl, 2-(l,2,3-triazol-l-yl)ethyl, 2-(l,2,3-triazol-2-yl)ethyl, 2- 
(l,2,4-triazol-l-yl)ethyl, 2-(l,2,4-triazol-4-yl)ethyl, 4-pyridylmethyl, 2-(4-pyridyl)ethyl, 3-(4- 
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pyridyl)propyl, 2-(4-pyridyloxy)ethyl, 2-(4-pyridylamino)ethyl, 2-(4-oxo-l,4-dihydro-l- 
pyridyl)ethyl, 2-(2-oxo-imidazolidin-l-yl)ethyl, 3-(2-oxo-imidazolidin-l-yl)propyl, 2- 
thiomorpholinoethyl, 3-thiomorpholinopropyl, 2-(l,l-dioxothiomorpholino)ethyl, 3-(l,l- 
dioxothiomorpholino)propyl, 2-(2-methoxyethoxy)ethyl, 2-(4-methylpiperazin-l-yl)ethyl, 3- 
(4-methylpiperazin-l-yl)propyl, 3-(methylsulphinyl)propyl, 3-(methylsulphonyl)propyl, 3- 
(ethylsulphinyl)propyl, 3-(ethylsulphonyl)propyl, 2-(5-methyl-l,2,4-tria2ol-l-yl)ethyl, 
morpholino, 2-((N-( 1 -methylimidazol-4-ylsulphonyl)-N-methyl)amino)ethyl, 2-((N-(3- 
morpholinopropylsulphonyl)-N-methyl)amino)ethyl, 2-((N-methyl-N-4-pyridyl)amino)ethyl, 
3-(4-oxidomorpholino)propyl, 2-(2-(4-methylpiperazin-l-yl)ethoxy)ethyl, 3-(2-(4- 
methylpiperazin- 1 -yl)ethoxy)propyl, 2-(2-morpholinoethoxy)ethyl, 3-(2- 
morpholinoethoxy)propyl, 2-(tetrahydropyran-4-yloxy)ethyl, 3-(tetrahydropyran-4- 
yloxy)propyl, 2-((2-(pyrrolidin-l-yl)ethyl)carbamoyl) vinyl, 3-((2-(pyrrolidin-l- 
yl)ethyl)carbamoyl)prop-2-en- 1 -yl, 1 -(2-pyrrolidinylethyl)piperidin-4-ylmethyl, 1 -(3- 
pyrrolidinylpropyl)piperidin-4-ylmethyl, 1 -(2-piperidinylethyl)piperidin-4-ylinethyl, 1 -(3- 
piperidinylpropyl)piperidin-4-ylmethyl, 1 -(2-morpholinoethyl)piperidin-4-ylmethyl, 1 -(3- 
morphplinopropyl)piperidin-4-ylmethyl, 1 -(2-thiomorpholinoethyl)piperidin-4-ylinethyl, 1 - 
(3-thiomorpholinopropyl)piperidin-4-ylmethyl, l-(2-azetidinylethyl)piperidin-4-ylmethyU 
[or] l-(3-azetidinylpropyl)piperidin-4-ylmethyl, 3-morpholino-2-hydroxypropyl, (2i?)-3- 
morpholino-2-hydroxypropyl, (25)-3-morpholino-2-hydroxypropyl, 3-piperidino-2- 
hydroxypropyl, (2i?)-3-piperidino-2-hydroxypropyl, (25)-3-piperidino-2-hydroxypropyl, 3- 
pyrrolidin- 1 -yl-2-hydroxypropyl, (27?)-3-pyrrolidin- 1 -yl-2-hydroxypropyl, (25)-3-pyrrolidin- 
1 -yl-2-hydroxypropy 1, 3 -( 1 -methy lpiperazin-4-y l)-2-hydroxypropyl, (2R)-3 -( 1 - 
methylpiperazin-4-yl)-2-hydroxypropyl, (25)-3-(l-methylpiperazin-4-yl)-2-hydroxypropyl, 
3-(N,N-diethylamino)-2-hydroxypropyl, (27?)-3-(N,N-diethylamino)-2-hydroxypropyl, (25)- 
3-(N,N-diethylamino)-2-hydroxypropyl, 3-(isopropylainino)-2-hydroxypropyl, (27?)-3- 
(isopropylamino)-2-hydroxypropyl, (2S)-3-(isopropylamino)-2-hydroxypropyl, 3-(N,N- 
diisopropylamino)-2-hydroxypropyl, (2i?)-3-(N,N-diisopropylamino)-2-hydroxypropyl or 
(25)-3 -(N,N-diisopropylamino)-2-hydroxypropyl] . 
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The paragraph extending from page 30, line 22 to page 32, line 30 has been amended 
as follows: 

Particularly represents Ci^alkyl, amino or R^X*- [wherein X* is as hereinbefore defined 
and R^ represents ethyl, benzyl, trifluoromethyl, 2,2,2-trifluoroethyl, 2-hydroxyethyl, 3- 
hydroxypropyl, 2-methoxyethyl, 3-methoxypropyl, 2-(methylsulphinyl)ethyl, 2- 
(methylsulphonyl)ethyl, 2-(ethylsulphinyl)ethyl, 2-(ethylsulphonyl)ethyl, 2-(N,N- 
dimethylsulphamoyl)ethyl, 2-(N-methylsulphamoyl)ethyl, 2-sulphamoylethyl, 2- 
(methylamino)ethyl, 3-(methylamino)propyl, 2-(ethylamino)ethyl, 3-(ethylamino)propyl, 2- 
(N,N-dimethylamino)ethyl, 3-(N,N-dimethylamino)propyl, 2-(N,N-diethylamino)ethyl, 3- 
(N,N-diethylamino)propyl, 2-(N-methyl-N-methylsulphonylamino)ethyl, 3-(N-methyl-N- 
methylsulphonylamino)propyl, 2-morpholinoethyl, 3-morpholinopropyl, 2-piperidinoethyl, 3- 
piperidinopropyl, 2-(methylpiperidino)ethyl, 3-(methylpiperidino)propyl, 2- 
(ethylpiperidino)ethyl, 3-(ethylpiperidino)propyl, 2-((2-methoxyethyl)piperidino)ethyl, 3-((2- 
methoxyethyl)piperidino)propyl, 2-((2-methylsulphonyl)ethylpiperidino)ethyl, 3-((2- 
methylsulphonyl)ethylpiperidino)propyl, piperidin-3-ylmethyl, piperidin-4-ylmethyl, 2- 
(piperidin-3-yl)ethyl, 2-(piperidin-4-yl)ethyl, 3-(piperidin-3-yl)propyl, 3-(piperidin-4- 
yl)propyl, 2-(piperidin-2-yl)ethyl, 3-(piperidin-2-yl)propyl, (l-methylpiperidin-3-yl)methyl, 
( 1 -methylpiperidin-4-yl)methyl, (1 -cyanomethylpiperidin-3-yl)methyl, (1 - 
cyanomethylpiperidin-4-yl)methyl, 2-(methylpiperidin-3-yl)ethyl, 2-(methylpiperidin-4- 
yl)ethyl, 2-(l-cyanomethylpiperidin-3-yl)ethyl, 2-(l-cyanomethylpiperidin-4-yl)ethyl, 3- 
(methylpiperidin-3-yl)propyl, 3-(methylpiperidin-4-yl)propyl, 3-(l -cyanomethylpiperidin-3- 
yl)propyl, 3-(l-cyanomethylpiperidin-4-yl)propyl, 2-(ethylpiperidin-3-yl)ethyl, 2- 
(ethylpiperidin-4-yl)ethyl, 3-(ethylpiperidin-3-yl)propyl, 3-(ethylpiperidin-4-yl)propyl, ((2- 
methoxyethyl)piperidin-3-yl)methyl, ((2-methoxyethyl)piperidin-4-yl)methyl, 2-((2- 
methoxyethyl)piperidin-3-yl)ethyl, 2-((2-methoxyethyl)piperidin-4-yl)ethyl, 3-((2- 
methoxyethyl)piperidin-3-yl)propyl, 3-((2-methoxyethyl)piperidin-4-yl)propyl, (l-(2- 
methylsulphonylethyl)piperidin-3-yl)methyl, (l-(2-methylsulphonylethyl)piperidin-4- 
yl)methyl, 2-((2-methylsulphonylethyl)piperidin-3-yl)ethyl, 2-((2- 

methylsulphonylethyl)piperidin-4-yl)ethyl, 3-((2-methylsulphonylethyl)piperidin-3-yl)propyl, 
3-((2-methylsulphonylethyl)piperidin-4-yl)propyl, 1 -isopropylpiperidin-2-ylmethyl, 1 - 
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isopropylpiperidin-3-ylmethyl, 1 -isopropylpiperidin-4-ylmethyl, 2-(l -isopropylpiperidin-2- 
yl)ethyl, 2-(l-isopropylpiperidin-3-yl)ethyl, 2-(l-isopropylpiperidin-4-yl)ethyl, 3-(l- 
isopropylpiperidin-2-yl)propyl, 3-(l-isopropylpiperidin-3-yl)propyl, 3-(l-isopropylpiperidin- 
4-yl)propyl, 2-(piperidin-4-yloxy)ethyl, 3-(piperidin-4-yloxy)propyl, 2-(l- 
(cyanomethyl)piperidin-4-yloxy)ethyl, 3-( 1 -(cyanomethyl)piperidin-4-yloxy)propyl, 2-( 1 -(2- 
cyanoethyl)piperidm-4-yloxy)ethyl, 3-(l -(2-cyanoethyl)piperidin-4-yloxy)propyl, 2- 
(piperazin-l-yl)ethyl, 3-(piperazin-l-yl)propyl, (pyrrolidin-2-yl)methyl, 2-(pyrrolidin-l- 
yl)ethyl, 3-(pyrrolidin-l-yl)propyl, (2-oxo-tetrahydro-2//-pyrrolidin-5-yl)methyl, 5(^)-(2-oxo- 
tetrahydro-2//-pyrrolidin-5-yl)methyl, (55)-(2-oxo-tetrahydro-2//-pyrrolidin-5-yl)methyl, 
(l,3-dioxolan-2-yl)methyl, 2-(l,3-dioxolan-2-yl)ethyl, 2-(2-methoxyethylamino)ethyl, 2-(N- 
(2-methoxyethyl)-N-methylamino)ethyl, 2-(2-hydroxyethylamino)ethyl, 3-(2- 
methoxyethylamino)propyl, 3-(N-(2-methoxyethyl)-N-inethylamino)propyl, 3-(2- 
hydroxyethylamino)propyl, 2-methylthiazol-4-ylmethyl, 2-acetamidothiazol-4-ylmethyl, 1- 
methylimidazol-2-ylmethyl, 2-(imidazol-l-yl)ethyl, 2-(2-methylimidazol-l-yl)ethyl, 2-(2- 
ethylimidazol-l-yl)ethyl, 3-(2-methylimidazol-l-yl)propyl, 3-(2-ethylimidazol-l-yl)propyl, 2- 
(l,2,3-triazol-l-yl)ethyl, 2-(l,2,3-triazol-2-yl)ethyl, 2-(l,2,4-triazol-l-yl)ethyl, 2-(l,2,4- 
triazol-4-yl)ethyl, 4-pyridylmethyl, 2-(4-pyridyl)ethyl, 3-(4-pyridyl)propyl, 2-(4- 
pyridyloxy)ethyl, 2-(4-pyridylamino)ethyl, 2-(4-oxo-l,4-dihydro-l-pyridyl)ethyl, 2-(2-oxo- 
imidazolidin-l-yl)ethyl, 3-(2-oxo-imidazolidin-l-yl)propyl, 2-thiomorpholinoethyl, 3- 
thiomorpholinopropyl, 2-(l , 1 -dioxothiomorpholino)ethyl, 3-( 1 , 1 -dioxothiomorpholino)propyl, 
2-(2-methoxyethoxy)ethyl, 2-(4-methylpiperazin-l-yl)ethyl, 3-(4-methylpiperazin-l- 
yl)propyl, 3-(methylsulphinyl)propyl, 3-(methylsulphonyl)propyl, 3-(ethylsulphinyl)propyl, 3- 
(ethylsulphonyl)propyl, 2-(5-methyl-l,2,4-triazol-l-yl)ethyl, morpholino, 2-((N-(l- 
methylimidazol-4-ylsulphonyl)-N-methyl)amino)ethyl, 2-((N-(3-morpholinopropylsulphonyl)- 
N-methyl)amino)ethyl, 2-((N-methyl-N-4-pyridyl)amino)ethyl, 3-(4-oxidomorpholino)propyl, 
2-(2-(4-methylpiperazin- 1 -yl)ethoxy)ethyl, 3-(2-(4-methylpiperazin- 1 -yl)ethoxy)propyl, 2-(2- 
morpholinoethoxy)ethyl, 3-(2-morpholinoethoxy)propyl, 2-(tetrahydropyran-4-yloxy)ethyl, 3- 
(tetrahydropyran-4-yloxy)propyl, 2-((2-(pyrrolidin- 1 -yl)ethyl)carbamoyl)vinyl, 3-((2- 
(pyrrolidin- 1 -yl)ethyl)carbamoyl)prop-2-en- 1 -yl, 1 -(2-pyrrolidinylethyl)piperidin-4-ylmethyl, 
1 -(3-pyrrolidinylpropyl)piperidin-4-ylmethyl, l-(2-piperidinylethyl)piperidin-4-ylmethyl, 1 - 
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(3-piperidinylpropyl)piperidin-4-ylmethyl, 1 -(2-morpholinoethyl)piperidin-4-ylmethyl, 1 -(3- 
morpholinopropyl)piperidin-4-ylmethyl, 1 -(2-thiomorpholinoethyl)piperidin-4-ylniethyl, 1 -(3- 
thiomorpholinopropyl)piperidin-4-ylmethyl, l-(2-azetidinylethyl)piperidin-4-ylmethyL[or] 
1 -(3-azetidinylpropyl)piperidin-4-ylmethyl, 3-morpholino-2-hydroxypropyl, (2/?)-3- 
morpholino-2-hydroxypropyl, (25)-3-morpholino-2-hydroxypropyl, 3-piperidino-2- 
hydroxypropyl, (27?)-3-piperidino-2-hydroxypropyl, (25)-3-piperidino-2-hydroxypropyl, 3- 
pyrrolidin-l-yl-2-hydroxypropyl, (2/?)-3-pyrrolidin-l-yl-2-hydroxypropyl, (2S)-3-pyrrolidin- 
1 -yl-2-hydroxypropyl, 3-( 1 -methylpiperazin-4-yl)-2-hydroxypropyl, (2i?)-3-(l - 
methylpiperazin-4-yl)-2-hydroxypropyl, (25)-3-(l-methylpiperazin-4-yl)-2-hydroxypropyl, 3- 
(N,N-diethylamino)-2-hydroxypropyl, (27?)-3-(N,N-diethylamino)-2-hydroxypropyl, (25)-3- 
(N,N-diethylamino)-2-hydroxypropyl, 3-(isopropylamino)-2-hydroxypropyl, (2i?)-3- 
(isopropylamino)-2-hydroxypropyl, (25)-3-(isopropylamino)-2-hydroxypropyl, 3-(N,N- 
diisopropylamino)-2-hydroxypropyl, (2/?)-3-(N,N-diisopropylamino)-2-hydroxypropyl or 
(25)-3-(N,N-diisopropylamino)-2-hydroxypropyl]. 

3)c 3ie 3|e aft * 

The paragraph extending from page 32, Une 31 to page 35, Hne 3 has been amended 
as follows: 

More particularly represents Ci^alkyl, amino or R^X*- [wherein is as hereinbefore 
defined and R^ represents ethyl, trifluoromethyl, 2,2,2-trifluoroethyl, 2-hydroxyethyl, 3- 
hydroxypropyl, 2-methoxyethyl, 3-methoxypropyl, 2-(methylsulphinyl)ethyl, 2- 
(methylsulphonyl)ethyl, 2-(ethylsulphinyl)ethyl, 2-(ethylsulphonyl)ethyl, 2-(N,N- 
dimethylsulphamoyl)ethyl, 2-(N-methylsulphamoyl)ethyl, 2-sulphamoylethyl, 2- 
(methylamino)ethyl, 3-(methylamino)propyl, 2-(ethylamino)ethyl, 3-(ethylamino)propyl, 2- 
(N,N-dimethylamino)ethyl, 3-(N,N-dimethylamino)propyl, 2-(N,N-diethylamino)ethyl, 3- 
(N,N-diethylamino)propyl, 2-(N-methyl-N-methylsulphonylamino)ethyl, 3 -(N-methy 1-N- 
methylsulphonylamino)propyl, 2-morpholinoethyl, 3-morpholinopropyl, 2-piperidinoethyl, 3- 
piperidinopropyl, 2-(methylpiperidino)ethyl, 3-(methylpiperidino)propyl, 2- 
(ethylpiperidino)ethyl, 3-(ethylpiperidino)propyl, 2-((2-methoxyethyl)piperidino)ethyl, 3-((2- 
methoxyethyl)piperidino)propyl, 2-((2-methylsulphonyl)ethylpiperidino)ethyl, 3-((2- 
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methylsulphonyl)ethylpiperidino)propyl, piperidin-3-ylmethyl, piperidin-4-ylmethyl, 2- 
(piperidin-3-yl)ethyl, 2-(piperidin-4-yl)ethyl, 3-(piperidin-3-yl)propyl, 3-(piperidin-4- 
yl)propyl, 2-(piperidin-2-yl)ethyl, 3-(piperidin-2-yl)propyl, (l-methylpiperidin-3-yl)methyl, 
(1 -methylpiperidin-4-yl)methyl, (1 -cyanomethylpiperidin-3-yl)methyl, (1 - 
cyanomethylpiperidin-4-yl)methyl, 2-(methylpiperidin-3-yl)ethyl, 2-(methylpiperidin-4- 
yl)ethyl, 2-(l-cyanomethylpiperidin-3-yl)ethyl, 2-(l-cyanomethylpiperidin-4-yl)ethyl, 3- 
(methylpiperidin-3-yl)propyl, 3-(methylpiperidin-4-yl)propyl, 3-(l -cyanomethylpiperidin-3- 
yl)propyl, 3-(l-cyanomethylpiperidin-4-yl)propyl, 2-(ethylpiperidin-3-yl)ethyl, 2- 
(ethylpiperidin-4-yl)ethyl, 3-(ethylpiperidin-3-yl)propyl, 3-(ethylpiperidin-4-yl)propyl, ((2- 
methoxyethyl)piperidin-3-yl)methyl, ((2-methoxyethyl)piperidin-4-yl)methyl, 2-((2- 
methoxyethyl)piperidin-3-yl)ethyl, 2-((2-methoxyethyl)piperidin-4-yl)ethyl, 3-((2- 
methoxyethyl)piperidin-3-yl)propyl, 3-((2-methoxyethyl)piperidin-4-yl)propyl, (1 -(2- 
inethylsulphonylethyl)piperidin-3-yl)methyl, (l-(2-methylsulphonylethyl)piperidin-4- 
yl)methyl, 2-((2-methylsulphonylethyl)piperidin-3-yl)ethyl, 2-((2- 

methylsulphonylethyl)piperidin-4-yl)ethyl, 3-((2-methylsulphonylethyl)piperidin-3-yl)propyl, 
3 -((2-methylsulphonylethyl)piperidin-4-yl)propyl, 1 -isopropylpiperidin-2-ylmethyl, 1 - 
isopropylpiperidin-3-ylinethyl, l-isopropylpiperidin-4-ylmethyl, 2-(l-isopropylpiperidin-2- 
yl)ethyl, 2-(l-isopropylpiperidin-3-yl)ethyl, 2-(l-isopropylpiperidin-4-yl)ethyl, 3-(l- 
isopropylpiperidin-2-yl)propyl, 3-(l -isopropylpiperidin-3-yl)propyl, 3-(l-isopropylpiperidin- 
4-yl)propyl, 2-(piperidin-4-yloxy)ethyl, 3-(piperidin-4-yloxy)propyl, 2-(l- 
(cyanomethyl)piperidin-4-yloxy)ethyl, 3-(l-(cyanomethyl)piperidin-4-yloxy)propyl, 2-(l-(2- 
cyanoethyl)piperidin-4-yloxy)ethyl, 3-( 1 -(2-cyanoethyl)piperidin-4-yloxy)propyl, 2- 
(piperazin-l-yl)ethyl, 3-(piperazin-l-yl)propyl, (pyiTolidin-2-yl)methyl, 2-(pyrrolidin-l- 
yl)ethyl, 3-(pyrrolidin-l-yl)propyl, (2-oxo-tetrahydro-2/f-pyrrolidin-5-yl)methyl, 5(/?)-(2-oxo- 
tetrahydro-2/f-pyrrolidin-5-yl)methyl, (55)-(2-oxo-tetrahydro-2i/-pyrrolidin-5-yl)methyl, 
(l,3-dioxolan-2-yl)methyl, 2-(l,3-dioxolan-2-yl)ethyl, 2-(2-methoxyethylamino)ethyl, 2-(N- 
(2-methoxyethyl)-N-methylamino)ethyl, 2-(2-hydroxyethylamino)ethyl, 3-(2- 
methoxyethylamino)propyl, 3-Qv[-(2-methoxyethyl)-N-methylamino)propyl, 3-(2- 
hydroxyethylamino)propyl, 2-(l,2,3-triazol-l-yl)ethyl, 2-(l,2,3-triazol-2-yl)ethyl, 2-(l,2,4- 
triazol-l-yl)ethyl, 2-(l,2,4-triazol-4-yl)ethyl, 4-pyridylmethyl, 2-(4-pyridyl)ethyl, 3-(4- 
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pyridyOpropyl, 2-(4-pyridyloxy)ethyl, 2-(4-pyridylamino)ethyl, 2-(4-oxo-l,4-dihydro-l- 
pyridyl)ethyl, 2-(2-oxo-imidazolidin-l-yI)ethyl, 3-(2-oxo-imidazolidin-l-yl)propyl, 2- 
thiomorpholinoethyl, 3-thiomorphoImopropyl, 2-(l,l-dioxothiomorpholino)ethyl, 3-(l,l- 
dioxothiomorpholino)propyl, 2-(2-methoxyethoxy)ethyl, 2-(4-methylpiperazin-l-yl)ethyl, 3- 
(4-methylpiperazin-l-yl)propyl, 3-(methylsulphinyl)propyl, 3-(methylsulphonyl)propyl, 3- 
(ethylsulphinyl)propyl, 3-(ethylsulphonyl)propyl, 2-(5-methyl-l,2,4-triazol-l-yl)ethyl, 
morpholino, 2-((N-(3 -morpholinopropylsulphonyl)-N-methy l)amino)ethy 1, 2-((N-methyl-N-4- 
pyridyl)amino)ethyl, 3-(4-oxidomorpholino)propyl, 2-(2-(4-methylpiperazin- 1 - 
yl)ethoxy)ethyl, 3-(2-(4-methylpiperazin-l-yl)ethoxy)propyl, 2-(2-morpholinoethoxy)ethyl, 3- 
(2-morpholinoethoxy)propyl, 2-(tetrahydropyran-4-yloxy)ethyl, 3-(tetrahydropyran-4- 
yloxy)propyl, 2-((2-(pyrrolidin-l-yl)ethyl)carbamoyl)vinyl, 3-((2-(pyrrolidin-l- 
yl)ethyl)carbamoyl)prop-2-en-l-yl, l-(2-pyrrolidinylethyl)piperidin-4-ylmethyl, l-(3- 
pyrrolidinylpropyl)piperidin-4-ylmethyl, 1 -(2-piperidinylethyl)piperidin-4-ylmethyl, 1 -(3- 
piperidinylpropyl)piperidin-4-ylmethyl, 1 -(2-morpholinoethyl)piperidin-4-ylmethyl, 1 -(3- 
morpholinopropyl)piperidin-4-ylmethyl, 1 -(2-thiomorpholinoethyl)piperidin-4-ylmethyl, 1 -(3- 
thiomorpholinopropyl)piperidin-4-ylmethyl, 1 -(2-azetidinylethyl)piperidin-4-ylmethyU [or] 
1 -(3-azetidinylpropyl)piperidin-4-ylmethyl, 3-morpholino-2-hydroxypropyl, (2i?)-3- 
morpholino-2-hydroxypropyl, (25)-3-morpholino-2-hydroxypropyl, 3-piperidino-2- 
hydroxypropyl, (2i?)-3-piperidino-2-hydroxypropyl, (25)-3-piperidino-2-hydroxypropyl, 3- 
pyrrolidin- 1 -yl-2-hydroxypropyl, (2/?)-3 -pyrrolidin- 1 -yl-2-hydroxypropyl, (25)-3-pyrrolidin- 
1 -yl-2-hydroxypropyl, 3-( 1 -methylpiperazin-4-yl)-2-hydroxypropyl, (2i?)-3-( 1 - 
methylpiperazin-4-yl)-2-hydroxypropyl, (2S)-3-(l-methylpiperazin-4-yl)-2-hydroxypropyl, 3- 
(N,N-diethylamino)-2-hydroxypropyl, (2i?)-3-(N,N-diethylamino)-2-hydroxypropyl, (25)-3- 
(N,N-diethylamino)-2-hydroxypropyl, 3-(isopropylamino)-2-hydroxypropyl, (2R)-3- 
(isopropylamino)-2-hydroxypropyl, (2iS)-3-(isopropylamino)-2-hydroxypropyl, 3-(N,N- 
diisopropylamino)-2-hydroxypropyl, (27?)-3-(N,N-diisopropylamino)-2-hydroxypropyl or 
(25)-3-(N,N-diisopropylamino)-2-hydroxypropyl]. 
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The paragraph extending from page 35, Hne 4 to page 37, line 1 1 has been amended 
as follows: 

In another aspect represents ethoxy, trifluoromethoxy, 2,2,2-trifluoroethoxy, 2- 
hydroxyethoxy, 3-hydroxypropoxy, 2-methoxyethoxy, 3-methoxypropoxy, 2- 
(methylsulphinyl)ethoxy, 2-(methylsulphonyl)ethoxy, 2-(ethylsulphinyl)ethoxy, 2- 
(ethylsulphonyl)ethoxy, 2-(N,N-dimethylsulphamoyl)ethoxy, 2-(N- 
methylsulphamoyl)ethoxy, 2-sulphamoylethoxy, 2-(methylamino)ethoxy, 3- 
(methylamino)propoxy, 2-(ethylamino)ethoxy, 3-(ethylamino)propoxy, 2-(N,N- 
dimethylamino)ethoxy, 3-(N,N-dimethylamino)propoxy, 2-(N,N-diethylamino)ethoxy, 3- 
(N,N-diethylamino)propoxy, 2-(N-methyl-N-methylsulphonylamino)ethoxy, 3-(N-methyl-N- 
methylsulphonylamino)propoxy, 2-morpholinoethoxy, 3-morpholinopropoxy, 2- 
piperidinoethoxy, 3-piperidinopropoxy, 2-(methylpiperidino)ethoxy, 3- 
(methylpiperidino)propoxy, 2-(ethylpiperidino)ethoxy, 3-(ethylpiperidino)propoxy, 2-((2- 
methoxyethyl)piperidino)ethoxy, 3-((2-methoxyethyl)piperidino)propoxy, 2-((2- 
methylsulphonyl)ethylpiperidino)ethoxy, 3-((2-methylsulphonyl)ethylpiperidino)propoxy, 
piperidin-3-ylmethoxy, piperidin-4-ylmethoxy, 2-(piperidin-3-yl)ethoxy, 2-(piperidin-4- 
yl)ethoxy, 3-(piperidin-3-yl)propoxy, 3-(piperidin-4-yl)propoxy, 2-(piperidin-2-yl)ethoxy, 3- 
(piperidin-2-yl)propoxy, (1 -methylpiperidin-3-yl)methoxy, (1 -methylpiperidin-4-yl)methoxy, 
( 1 -cyanomethylpiperidin-3-yl)methoxy, ( 1 -cyanomethylpiperidin-4-yl)methoxy, 2- 
(methylpiperidin-3-yl)ethoxy, 2-(methylpiperidin-4-yl)ethoxy, 2-( 1 -cyanomethylpiperidin-3- 
yl)ethoxy, 2-(l-cyanomethylpiperidin-4-yl)ethoxy, 3-(methylpiperidin-3-yl)propoxy, 3- 
(methylpiperidin-4-yl)propoxy, 3-(l -cyanomethylpiperidin-3-yl)propoxy, 3-(l - 
cyanomethylpiperidin-4-y Opropoxy , 2-(ethy lpiperidin-3 -yl)ethoxy, 2-(ethylpiperidin-4- 
yl)ethoxy, 3 -(ethy lpiperidin-3 -yl)propoxy, 3-(ethylpiperidin-4-yl)propoxy, ((2- 
methoxyethyl)piperidin-3-yl)methoxy, ((2-methoxyethyl)piperidin-4-yl)methoxy, 2-((2- 
methoxyethyl)piperidin-3-yl)ethoxy, 2-((2-methoxyethyl)piperidin-4-yl)ethoxy, 3-((2- 
methoxyethyl)piperidin-3-yl)propoxy, 3-((2-methoxyethyl)piperidin-4-yl)propoxy, (1 -(2- 
methylsulphonylethyl)piperidin-3-yl)methoxy, (l-(2-methylsulphonylethyl)piperidin-4- 
yl)methoxy, 2-((2-methylsulphonylethyl)piperidin-3-yl)ethoxy, 2-((2- 
methylsulphonylethyl)piperidin-4-yl)ethoxy, 3-((2-methylsulphonylethyl)piperidin-3- 
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yl)propoxy, 3-((2-methylsulphonylethyl)piperidin-4-yl)propoxy, 1 -isopropylpiperidin-2- 
ylmethoxy, l-isopropylpiperidin-3-ylmethoxy, l-isopropylpiperidin-4-ylmethoxy, 2-(l- 
isopropylpiperidin-2-yl)ethoxy, 2-(l-isopropylpiperidin-3-yl)ethoxy, 2-(l-isopropylpiperidin- 
4-yl)ethoxy, 3-(l-isopropylpiperidin-2-yl)propoxy, 3-(l-isopropylpiperidin-3-yl)propoxy, 3- 
(1 -isopropylpiperidin-4-yl)propoxy, 2-(piperidin-4-yloxy)ethoxy, 3-(piperidin-4- 
yloxy)propoxy, 2-(l-(cyanomethyl)piperidin-4-yloxy)ethoxy, 3-(l-(cyanomethyl)piperidin-4- 
yloxy)propoxy, 2-(l-(2-cyanoethyl)piperidin-4-yloxy)ethoxy, 3-(l -(2-cyanoethyl)piperidin- 
4-yloxy)propoxy, 2-(piperazin-l-yl)ethoxy, 3-(piperazin-l-yl)propoxy, (pyrrolidin-2- 
yl)methoxy, 2-(pyrrolidin-l-yl)ethoxy, 3-(pyrrolidin-l-yl)propoxy, (2-oxo-tetrahydro-2//- 
pyrrolidin-5-yl)methoxy, 5(7?)-(2-oxo-tetrahydro-2//-pyrrolidin-5-yl)methoxy, (55)-(2-oxo- 
tetrahydro-2//-pyrrolidin-5-yl)methoxy, (1 ,3-dioxolan-2-yl)methoxy, 2-(l ,3-dioxolan-2- 
yl)ethoxy, 2-(2-methoxyethylamino)ethoxy, 2-(N-(2-methoxyethyl)-N-methylamino)ethoxy, 
2-(2-hydroxyethylamino)ethoxy, 3-(2-methoxyethylamino)propoxy, 3-(N-(2-methoxyethyl)- 
N-methylamino)propoxy, 3-(2-hydroxyethylamino)propoxy, 2-(l,2,3-triazol-l-yl)ethoxy, 2- 
(l,2,3-triazol-2-yl)ethoxy, 2-(l,2,4-triazol-l-yl)ethoxy, 2-(l,2,4-triazol-4-yl)ethoxy, 4- 
pyridylmethoxy, 2-(4-pyridyl)ethoxy, 3-(4-pyridyl)propoxy, 2-(4-pyridyloxy)ethoxy, 2-(4- 
pyridy lamino)ethoxy , 2-(4-oxo- 1 ,4-dihydro- 1 -pyridyl)ethoxy, 2-(2-oxo-imidazolidin- 1 - 
yl)ethoxy, 3-(2-oxo-imidazolidin-l-yl)propoxy, 2-thiomorpholinoethoxy, 3- 
thiomorpholinopropoxy, 2-(l,l-dioxothiomorpholino)ethoxy, 3-(l,l- 
dioxothiomorpholino)propoxy , 2-(2-methoxyethoxy)ethoxy , 2-(4-methy Ipiperazin- 1 - 
yl)ethoxy, 3-(4-methylpiperazin-l-yl)propoxy, 3-(methylsulphinyl)propoxy, 3- 
(methylsulphonyl)propoxy, 3-(ethylsulphinyl)propoxy, 3-(ethylsulphonyl)propoxy, 2-(5- 
methyl- 1 ,2,4-triazol- 1 -yl)ethoxy, 2-((N-(3-morpholinopropylsulphonyl)-N- 
methyl)amino)ethoxy, 2-((N-methyl-N-4-pyridyl)amino)ethoxy, 3-(4- 
oxidomorpholino)propoxy, 2-(2-(4-methylpiperazin- 1 -yl)ethoxy)ethoxy, 3-(2-(4- 
methylpiperazin-l -yl)ethoxy)propoxy, 2-(2-morpholinoethoxy)ethoxy, 3-(2- 
morpholinoethoxy)propoxy , 2-(tetrahydropyran-4-yloxy)ethoxy, 3 -(tetrahydropyran-4- 
yloxy)propoxy, 2-((2-(pyiTolidin- 1 -yl)ethyl)carbamoyl)vinyl, 3-((2-(pyrrolidin- 1 - 
y l)ethyl)carbamoyl)prop-2-en- 1 -y loxy , 1 -(2-pyrrolidinylethyl)piperidin-4-y Imethoxy, 1 -(3- 
pyrrolidinylpropyl)piperidin-4-ylmethoxy, 1 -(2-piperidinylethyl)piperidin-4-ylmethoxy, 1 - 
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(3-piperidinylpropyl)piperidin-4-ylmethoxy, l-(2-morpholinoethyl)piperidin-4-ylmethoxy, 1- 
(3-morpholinopropyl)piperidin-4-ylmethoxy, l-(2-thiomorpholinoethyl)piperidin-4- 
ylmethoxy, l-(3-thiomorpholinopropyl)piperidin-4-ylmethoxy, l-(2- 
azetidinylethyl)piperidin-4-ylmethoxya [or] l-(3-azetidinylpropyl)piperidin-4-ylniethoxy, 3- 
morpholino-2-hydroxypropoxy, (2/?)-3-morpholino-2-hydroxypropoxy, (25)-3-morpholino- 
2-hydroxypropoxy, 3-piperidino-2-hydroxypropoxy, (27?)-3-piperidino-2-hydroxypropoxy, 
(25)-3-piperidino-2-hydroxypropoxy, 3-pyrrolidin-l-yl-2-hydroxypropoxy, (2/?)-3- 
pyrrolidin- 1 -yl-2-hydroxypropoxy, (25)-3 -pyrrolidin- 1 -y 1-2-hydroxypropoxy, 3 -( 1 - 
methylpiperazin-4-yl)-2-hydroxypropoxy, (2/?)-3-( 1 -methylpiperazin-4-yl)-2- 
hydroxypropoxy, (25)-3-(l -methylpiperazin-4-yl)-2-hydroxypropoxy, 3-(N,N-diethylamino)- 
2-hydroxypropoxy, (2i?)-3-(N,N-diethylamino)-2-hydroxypropoxy, (25)-3-(N,N- 
diethylamino)-2-hydroxypropoxy, 3-(isopropylamino)-2-hydroxypropoxy, (2i?)-3- 
(isopropylamino)-2-hydroxypropoxy, (2S)-3-(isopropylamino)-2-hydroxypropoxy, 3-(N,N- 
diisopropylamino)-2-hydroxypropoxy , (2R)-3 -(N,N-diisopropylamino)-2-hydroxypropoxy or 
(2iS)-3-(N,N-diisopropylamino)-2-hydroxypropoxy. 



The subparagraph numbered 12) at page 38, Une 13, has been amended as follows: 
12) Ci^alkxlxK [Ci-salkylX^X^^] (wherein and R^^ are as defined hereinbefore); 



The paragraph extending from page 47, line 26 to page 48, line 28 has been amended 
as follows: 

In another aspect of the present invention there is provided the use of compounds of the 
formula la: 



:(c He 3|c % )|c 
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[wherein: 

ring C, R\ R^, n and Z are as defined hereinbefore with the provisos that is not hydrogen 
and that Z is not CH2 or a direct bond; and 

R^^ represents hydrogen, halogeno, Ci-aalkyl, trifluoromethyl, Cioalkoxy, Cioalkylsulphanyl, 
-NR^^R"*^ (wherein R^^ and R'^^ which may be the same or different, each represents 
hydrogen or Cioalkyl), or R^^(CH2)2aX'^ (wherein R^^ is a [5]4- or 6-membered saturated 
heterocycHc group with 1-2 heteroatoms, selected independently from O, S and N, which 
heterocyclic group may bear 1 or 2 substituents selected fi"om 0x0, hydroxy, halogeno, 
cyano, C^cyanoalkyl, CMalkyl, CMhydroxyalkyl, CMalkoxy, Ci^alkoxyCi^alkyl, Ci. 
4alkylsulphonylCMalkyl, d^alkoxycarbonyl, CMaminoalkyl, Ci-4alkylamino, di(Ci. 
4alkyl)amino, CMalkylaminoCi^alkyl, di(Ci-4alkyl)aminoCi-4alkyl, Ci^alkylaminoCi. 
4alkoxy, di(CMalkyl)aminoCi-4alkoxy and a group -(-0-)f(CMalkyl)gringD (wherein f is 0 or 
1, g is 0 or 1 and ring D is a [5]4-6-membered saturated heterocycUc group with 1-2 
heteroatoms, selected independently fi-om O, S and N, which cyclic group may bear one or 
more substituents selected fi-om Ci^alkyl), za is an integer from 0 to 4 and X^^ represents a 
direct bond, -0-, -CH2-, -S-, -SO-, -SO2-, -NR''C(0)-, -C(0)NR''-, -S02NR^'-, -NR^'S02- or 
-NR'^^- (wherein R^^ R^', R^^ R^^ and R'^^ each independently represents hydrogen, Ci. 
3alkyl or Ci-3alkoxyC2-3alkyl)); 

and salts thereof, and prodrugs thereof for example esters and amides, in the manufacture of 
a medicament for use in the production of an antiangiogenic and/or vascular permeability 
reducing effect in warm-blooded animals such as humans. 

3(( )(t 4c 4c ♦ 
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The first paragraph of Example 15 at page 111, extending from hne 9 to Hne 13, has 
been amended as follows: 

Using a procedure analogous to that described for Example 9, 4-chloro-6-methoxy-7- 
(3-(pyrrolidin-l-yl)propoxy)quinazoline (0.1 3g, 0.4 mmol [mol]), (prepared as described for 
the starting material in Example 9), was reacted with 7-hydroxy-4-methylquinoline (80mg, 
O.Smol), (Chem. Berich. 1967, 100, 2077), to give 6-methoxy-4-(4-methylquinoiin-7- 
yloxy)-7-(3-(pyrrolidin-l-yl)propoxy)quinazoline (155mg, 87%). 

}|C )|( % * % 

The first paragraph of Example 16 at page 111, extending from line 20 to line 25, has 
been amended as follows: 

Using a procedure analogous to that described for Example 9, 4-chloro-6-methoxy-7- 
(3-(pyrrolidin-l-yl)propoxy)quinazoline (0.13g, 0.4 inmol [mol]), (prepared as described for 
the starting material in Example 9), was reacted with 2,2,4-trimethyl-l,2-dihydroquinolin-6- 
ol (95mg, 0.5mmol), (IZV. ACAD. NAVK, SSSR. Ser. Khim. 1981, 9, 2008), to give 6- 
methoxy-7-(3-(pyrrolidin-l-yl)propoxy)-4-(2,2,4-trimethyl-l,2-dihydroquinolin-6- 
yloxy)quinazoline (90mg, 47%). 

St: ^ :|c i|c 3|c 

The first paragraph of Example 18 at page 1 12, extending from line 12 to line 16, has 
been amended as follows: 

Using a procedure analogous to that described for Example 9, 4-chloro-6-methoxy-7- 
((l-methylpiperidin-4-yl)methoxy)quinazoline (0.1 3g, 0.4 mmol [mol]), (prepared as 
described for the starting material in Example 10), was reacted with 2,4-dimethyl-7- 
hydroxyquinoline (87mg, 0.5mmol), (Chem. Berichte, 1903, 36, 4016), to give 4-(2,4- 
dimethylquinolin-7-yIoxy)-6-methoxy-7-((l-methylpiperidin-4-yl)methoxy)quinazoIine 

(61mg, 33%). 

4( ^ 3|c ;|e 
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The first paragraph of Example 19 at page 112, extending fi-om line 23 to line 27, has 
been amended as follows: 

Using a procedure analogous to that described for Example 9, 4-chloro-6-methoxy-7- 
((l-methylpiperidin-4-yl)methoxy)quinazoline (0.13g, 0.4 mmol [mol]), (prepared as 
described for the starting material in Example 10), was reacted with 6-hydroxy-2//-4i/-l,4- 
benzoxazin-3-one (83mg, O.S mmol [mol]), (J. Chem. Soc. C, 1971, 2696), to give 6- 
methoxy-7-((l-methylpiperidin-4-yI)methoxy)-4-(3-oxo-27y-4/r-l,4-benzoxaziii-6- 

yloxy)quinazoliDe (158mg, 88%). 



The first paragraph of Example 20 at page 113, extending fi-om line 2 to line 6, has 
been amended as follows: 

Using a procedure analogous to that described for Example 9, 4-chloro-6-methoxy-7- 
(3-(pyrrolidin-l-yl)propoxy)quinazoline (0.1 3g, 0.4 mmol [mol]), (prepared as described for 
the starting material in Example 9), was reacted with 6-hydroxy-2//-4i/-l,4-benzoxazin-3- 
one (83mg, O.S mmol [moi]), (J. Chem. Soc. C, 1971, 2696), to give 6-methoxy-7-(3- 
(pyrrolidin-l-yl)propoxy)-4-(3-oxo-2/r-4/M,4-benzoxazin-6-yloxy)quinazoline(170mg, 

94%). 



The first paragraph of Example 71 at page 140, extending fi-om line 12 to line 23, has 
been amended as follows: 

Methoxyacetaldehyde (368mg, 3.47 mmol [mol]) (freshly distilled) followed by 
sodium triacetoxyborohydride (552mg, 2.6mol) were added to a solution of 6-methoxy-4-(2- 
methylindol-5-yloxy)-7-(piperidin-4-ylmethoxy)quinazoline (726mg, 1.74mmol), (prepared 
as described in Example 70), in a mixture of methylene chloride (15ml) and methanol 
(15ml). After stirring for 1.5 hours at ambient temperature, saturated sodium hydrogen 
carbonate was added. The volatiles were removed under vacuum and the residue was 
partitioned between methylene chloride and water. The organic layer, was separated, washed 
with water, brine, dried (MgS04) and the volatiles were removed by evaporation. The 
residue was purified by column chromatography eluting with methylene chloride/methanol 



3|c # 3)c * 
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(80/20). After removal of the solvent, the residue was triturated with ether, collected by 
filtration, washed with ether and dried under vacuum at 60°C to give 6-methoxy-7-(l-(2- 
methoxyethyl)piperidin-4-ylmethoxy)-4-(2-methylindoI-5-yloxy)quinazoline (392mg, 

47%). 

He * 3te :(c )|e 

The first paragraph of Example 90 at page 153, extending from line 4 to line 12, has 
been amended as follows: 

A solution of 7-hydroxy-4-(2-methylindol-5-yloxy)quinazoline (423 mg, 1.45 mmol 
[moi]), (prepared as described for the starting material in Example 82), triphenylphosphine 
(685 mg, 2.61 mmol), 4-hydroxymethyl-l-rer^-butoxycarbonylpiperidine (500 mg, 2.32 
mmol), (prepared as described for the starting material in Example 10), and diisopropyl 
azodicarboxylate (528 mg, 2.61 mmol) in methylene chloride (18 ml) was stirred overnight at 
ambient temperature. The mixture was then poured onto a column of silica and eluted with 
ethyl acetate. After evaporation of the solvent, the residue was triturated with ether, filtered, 
and dried under vacuum to give 7-(l-r^rr-butoxycarbonylpiperidin-4-ylmethoxy)-4-(2- 
methylindol-5-yioxy)quinazoline (478 mg, 68 %). 

:|c ate 3|e sfe 

The paragraph of Example 126 at page 168 extending from line 19 to line 24, has 
been amended as follows: 

A solution of 2-(piperidin-4-yl)-l-ethanol (830 mg, 6.4 mmol) in DMF (5 ml) 
containing tertbutyl dicarbonate anhydride (1.4 g, 6.4 mmol [mol]) was stirred at ambient 
temperature for 48 hours. After removal of the volatiles under vacuum, the residue was 
partitioned between ether and water. The organic layer was separated, washed with water, 
brine, dried (MgS04) and evaporated to give 4-(2-hydroxyethyl)-(l-/er^ 
butoxycarbonyl)piperidine (1 g, 68 %). 

% 4e 4c :fe 3)c 
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The first paragraph of Example 157 at page 189, extending fi-om line 20 to lin^ 28, "''^s 
has been amended as follows: 

2-Chloro-3-fluoro-7-methoxyquinoline (210mg [g], Immol), (prepared as described 
for the starting material in Example 157), in anhydrous THF (1ml) was added to a mixture of 
copper(I)bromide (570mg, 4.0mmol) and methyhnagnesium bromide (3.0M solution in 
diethyl ether, 2.7ml, 8mmol) in anhydrous THF (20ml) at -78°C. The mixture was stirred for 
1 hour at -78°C, allowed to warm to ambient temperature and then, stirred for a>;further 18 
hours. Saturated aqueous ammonium chloride solution and 5N aqueous^sodium hydroxide 
solution (pH 12) were added and the product extracted with ethyl acetate (3x). The organic 
solution was washed with water, brine, dried (MgS04) and evaporated to dryness to yield 3- 
fluoro-7-methoxy-2-methylquinoline (0.1 7g, 91%). 



}|c :)e 3fe * 



The table in Example 192 at page 218, extending fi-om line 1 to line 2, has been 
amended as follows: 

Elemental analysis: Found C 66.4 H 6.9 N 12.4 

[C2H,NiOi;lHCl,2H20] 

C25H30N4O4 Requires C 66.7 H 6.7 N 12.4% 



IN THE CLAIMS : 

Claims 1-30 have been cancelled and replaced by new claims 31-60. 
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